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(2) 

1 

0 V43 itfpxv y >K*»'?>»tffi.s 1 a* tJ42am 

•J >tJ it^ox-? y ySfefpi^SJms 1 a4itJ42Sia 

y vtj it/fDxv y >'B&&»<:>s(m-5 1 mt.ti\i2mx lo 

[ii«)i4 ] ffiei^ya^ tiBiiiii/ya^^rfflv^sis 
ms.m ] Bai2vy a^ . x::f-?a^ ^ffl 
so. 

SI. 

[M^^a 7 ] fflBffl^JS 1 - 5 c7)>, 1 JltlBK 

«tx^ 5 yjfiStJniMffll^^* LT^:STWP4f-^|i6 
[0001] 

[0002] 

J4. m^(7)mm^h4-:>crm ( im-ivm) izm^ti 4o 

5. <I<^3<i, ifcLT^^roT'yyE ( I gE) fit 

izMWht. d:coioiz^j:i, -r^^h-h. mimx 

r>X I gEfji**'m$ixS, I gEtaftJi. 

mit.mk'TV)i^-m<^Mmmz^mm 
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2 

^fl<)^^LJeit. hXrJ'Sy. -bnh^^y. SRS- 
[0003] 

meom2mizx a h x^ s yoassuwiaf^ffltc^a l 

rt=^y'}^m- Y y '^j^mmhixx\^h, 
[0004] ^^mhkt. i^vmf(m^Mzr>\^x 

Jt. ^LT, iaKBf^io^m. v-ya^iOT/pn-^i^tt 
aj!B!Hcifi:ixsrtfy*-v. ^'y yxu:t-;i/. ;i^:t 
y >'fcj;t^pxvy >-Ktcbx:j' 5 ysssmm^mii^h 

h^t^^'^Lti, mz^ T\:Y-Ai. lBtmz\its:\^ 

[0005] *f£W<o a«i4. I m7i')\^^'-ffym& 

wimvhh^x^ 5 y<^^i^mfimmdfi%hi)hixm 

^mm(oyzx9^ymmmm:imth^t\zi> 

[0006 ] 

mmm^T^^^ymmmm.. rx^y-y. i^v 
yxy:t-;w, ;i^:ty>'fcJ:OfDXvyyi!*>^>S«f 

-r*. *l|BHobx^'5yilBaHqi»J)i'JJ4. rby:^y. 
y y X y :t-;L'. /Px^t y ytiXX/ox-7 y ^> 

mtmiis^Lx^j:i>:itimiti-^. *i&flcob 

x^'SyjslSBWiSiJSiKi. mV-y. ^'yyxyrt- 

y yfc ItXnx-? y yK*>^>S<fni. l aii 
tzii2mJ±i:-ktsi^Vm^(r)Tfl':n-)m&Vi3^mm 
x^;|.t;K{c^L. ^<0Bfflgxf-;H*>f,#^>ii.2,» 

[0007] mai^vmft txa. Mgi^ya^ ^ffl 



(3) 

3 

[ 0 0 0 8 ] *l|BH£OfiiTWW^-a'JH. nSt 

[0009] m^(>(^mtff)^m. '^vmmKomx 

«»<?>«[7 WI/=Sf-f^fflfc:oV^T«. im¥9 - 8 7 1 8 10 

V^S (HB*I» [0021] . U*»L^:*>'^., i^V 
«^iilitB!|iitc:#**L4bx^'5>jii[ai«i»|i|li« (re 

Ji»*lf^ffl*%fc*i.St^5-C5r<. 4-lHl<^^fc:J:r» 
[00101 ^^y^oa^tS^O|ft^t5iBJt:o^^•C»i, Si^ 

*5&HBTti. OTiBtX5'Sy«SBqU!|!|?jS 
^r^>'f . JI-fflSBW (^6a!J1-ifttJJ:tXfli*bSi,*#tf) ^ 

[ 0 0 11 ] i/::. *9SHja^>ti. i^yai^t|Hiti/y 

f4>'yS{2:^S<i-l.x:d'-7a^{c-:)V^Ti., S^^coH 30 
mi^ntthz.h. x:f'7S^ryk3-;Mftai!ftfc:i> 

;l^T* 'J vte iif oj^v g yS) c: t $r 

aisLfc. i^is^.. x:f'7a^»'?>fe, i^ya^fci^ 
[0 0 12] ^i3. xrr-7{±. i^y^4>'yM{c^§it 
cal<vJ^^ESr-p^t^. a?iii^yj:0^?>^#<. i*cfc 40 

[0013] rty-y. 'J yx>j5j--;i., ti'T-^^v 
yaxx/tix-^^j ymimm^ii. d^.iz^tn'ox'h 

[fl:i] 

50 
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HO. 




R=OH J\rrfjy 

=ocH3 ^>«jyi'j*— ;u 

=H 7}£*f=> 

[^1:21 

o 




[0014] rtry-y^^asttfcov^rtt. 

It. mmmmtiimf>iix\>^i>. n^y^ya. x^- 
vfcj:i/i^y<7)a^fcj:t;^»/^»ia5 • mmtm. m 
^ff)^m. UT. m%:mmtiit&ztizX'ox'^i>z 
tmmx'hh. 

[ 0 0 1 5 ] ^"j yxy :t--'i'«oiaiSltt'5v^-c»±. 
tamt. tiimi:^-t^t<7)wmi)':h-rMzhtmmx' 

[00161 y{±. -miz^^m<7)tm ( i^*^ 

JUT^vym^m^^z-:>\^x^:ii. Sffig^sStt. br/p 

fill. flr«^«iis^*»^.taiai • mmi^itiif^mc 

*>S. JtJt'L. xrf^^fcit^i/ViT^t-^iiiSyPrjj- 
[0017] Dxv'j yKi04a}Sttt':>v^-Ct±. 

ji, xrrvi/::{ii^yoai^J3j:t^-'i>ftia5 ■ mm-t 
'e<^fl!!<0i^y^ffi!^<7)^*r;i^3-;i/iftaitio 

[0018] i^ya^fc'ir/xrfva^^jif^fc lt. 

-^vym^mtn-thfzi^izm^^mmi. x^j^y-^w^ 

mmx<m\ii^ti?>mmzm. ^mt^^^-mm 
mx'S>'>xi>mi'i-&ztti<x'^h. ^a, ^(Dm(m 

tamthXli. BiExf-;K T-bhy. ^^'y-;K 

y^'y-zp^^fflv^s z b h^mx'h^. mmmb l 



5 

a. 7 0-8 5% (v/v) izmm-ri,(r>tmtL^K i 
0% (v/v) ifoiT-iiSfc. ^fS!)j£i)-coaaii*q^+ii- 

fc^rO. 4^. 8 5% (v/v) ?ri@x.Sfc. yVW^^il 
[0 0 191 i^va^j3J;t/xd"-7a^<7)T;l^3-;Pi4 

< 1 1, 1 si^di 2aja±*5^ttL-cv^*i(jj£ •) 5 . 

[00201 i'Va^ ^ /::{i:x::^'7a^^or;^^-;^ft 
a!!tl)*»»xf-;kt*(cJ:O^^Bi^S<?){±. ■lit^.tfO* 

s*»^>-c*>s. 4i-Ei£03t>. BHtxf-n'«w±rty 

[00211 |ifi&T;k3-;i'jftai!BJi3j;yi^xf-;P:a- 

L (^'OO^yl^A : ;<^'y-;P= 10:1). *t,ffitt 
[00221 *%BHfc:tSV^T. i'ySi^iJt«x::fva 

t<xd'7a^c/)?iJi:J)-WiTtfy-y, UyxU^f-^p 

^y<rmmmmifi%hihx%\^tL\h. iSLTun^^-- 
mt Lxmmiz&^t?> tx^\ i mruii'^-cr) 

[0 0 241 4/^. *5f6Ha«ObX^'$yaE!SBniM^«. 
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[00251 bx^ * yiSSSjqiSJa'J^J'MSSiJt LTffl 

10 \.^h^<mmi. ffisfcissfr s c: t *«-c^ . mx. 
isMv. (aiffl¥«t>^tr) . mm. mffl 

mm'^x'hh. 

[0 02 61 4:t. bx^'sysesanwiaij^Aiaswi: 

nu-b, X:h«/^. -lfU-#) . ®S(-?-tf. 3i: 

20 ^. 5-^y^) . x-7ia. (i^'^-x. a. s 
3-b-. ^^) Srliti^t-r?.- 

^^iVU-Xhh UzX-TX^-YvA ^.fzMWmm. 

tzi^co^. m^. msL. tmttiimmizthzbx^ 
[00271 ^w^<r>txs s ymmm(fM-m 

H-'i-h^t-ifiX'^h. ^^■mtLx\t. mnmkm. 

AT. m^n^i:xmiiiiimm}i<m. ii- 
mmk^mtLx. mm'^(^>mii. mi mm\^ 

m^. &^<^mmizX'^x^{tL%hi}K zKAx- 

tt. lB^tl<^^m^tLXO. 5-5000 

mg. ^TJijiSO. 5~3 0 0 0mg*>'aa-CJ> 
40 bX^'SyjSa!ifli$iJS'J<0i^5&)S^^SiKt-?>-^T«±. 

15. Owt%. #SPiS^tJ;&%&<i. 0. 0 1- 
1 Owt%giS{c-ri,fcJ:i,\ ^rt3.±i^^*(cov^ 

■So 

[00281 *i6Hj}cobx^' 5 yrmmmi:\m&. 
izm\.^(^iih^m^^tmmth:itti^mx'h^. m 



(5) 

7 

m) . ifMvSttS'j (T-^rytt, mmfz 

'J y . ^<>f v>f y. 'v/i^ y . ffiBHl^J ( lo 

T'jySExxx^i-, y/Pi^'bh'oT'r-ti'TyK. 

/K ^N'^tFa^yT-y-^K a^BTTDlfn', -fe 

X. il;^^)\L-)VTiVn~)V. ,-Kyt':::;W;><^;Wx-x 
sKU b'=.;l/trny f'y, ;Ky b':;;i/^^'r^ U 1^- 20 
;ifJr^"J;PKJS, ;ir;W-i^^fv'b-:i;P;Kyv-. T 

5b'T=fA. h7*'yh:fA. ;<rHf^y. r^X 

h'jy. -fe'^^y. '^^'f-y. ryry. r/i^^yi!fc 
i.X/^ffyim) . ft^ (T-nti/y^^'Ja-zK 1 . 

3-:f'f-vyy^}a~)V. 4?Ux^Wy:/ya-;U. ^ 

y-byy. ayKo-ff-yKKiJitx-ewiS, bryi^n 
yi8fcJ:t^-e<Dja. fUfe^by^i.^) . ^<rm. m. 

^mm». m ■ wmmmB'^iiXtf^<r>'iimi. si 

[00291 

Pfl:, IBiraEtv^om^^^ftttfpbx^'5 
ytOiSfiitcfiBt^tW&O. *IMB{cJ:&bX:?5 40 
>5!!9ll|iSija'JtJ;-5-C. I ST WI^=¥-RII5^:Mifcffi 

«t.&^i:*-'T'^S. {^oT. ^^HJcObXrJ'SyiiS 

<r>\L7.9 5 ymmm\k^^-fhr\y)v^-immi 

[0030] 50 
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■f. i^vai^^Wc^L^t.OSr'^^l^yTSSEU. iJC*-^ 
•C. fcoSiS ^8 0% (v/v) x^y-;i.T' 

SSSLJt, 80% (v/v) x^y-;l/jiSJ(ci') 
^<^.nfeX:5'/-;Mftaj%^A.4fn^yt8 0% (v/v) 

S^tci^^xtyl'fcTkT'^i'L;^. B^ggxf-^HtTkJl 
fc^^^. il«xf-;i.ji£0}§«E^ffl*L. Bi£xf-;l. 

[003 1] »:v^T\ .r<^gtfigx^;i.^giltt^i/y;<r^' 

;i/=10: DfcftL, 77^'y3yi~3tE^L 

::iDp*>. ft%otj§ajsnT<.s.77^'i/3yi$: 
aa?S*^'n-7b^97^-fcf+L. ^'yyxy:t-/i^ 

i:rtry'::::yS:«KLJt. t^ft. »:t^ajS<t477^ 
j^g y2fcoV>T»i. a^il^ ( ^'DP^/PA : ^ 

-;i/= 15:1) \zmm.x^<rfm'm'hi~ "^ivf^ 
xvyyK^mfiiL/i. 

[0032101 n^si-x^ y-yPWiaiil^Sr^iaEfflSL 
JttcO^HtePmtL, .I<7)x^y-;l.ttiiJtl^»i!X 
f-/l-/**ilt. BHgx^;WJifcJ:tf*B*-<?>^iSS8fi 
LT#^>ti,^^BI=Bgx^;P^J-iI!Bji3 it/^iMBil^^ IBifel?! 
2fcJ:tfJtlS0iltL!t. i/v:. mk3L.^)VmMi>io 

#KSiTjtTey-y. ^'yyxyjj-wk /i^^i-y 
y. px^yy|g(7)«-tl«!|?)$r'en^nilJfe0i!3-SQfi 
W6tL;t„ 5rtJ. ll;te0ll-ll*feW6J±. i^yS^^** 
h%hixJtmmk b x^' 5 yjBSaiPJOffJt X 

» JJJNa^rjgd^Sl^iObx^ S yjKaE«JS(l»l$-|l5 ^ 

[0033] [bx s ywmmm wz. mm 

(1) mm. 

XlOVmlt^t. Ty rode-HEPESlS 
«?R (PH7. 4 ) {zm&Lfz (m«}S?K) . iOMI 
M^&O . 7ni 1 Sfifijgjft 5 0^1 i:MtX 3 7 
•CT'B^^^yJf A'^-VLy^rf^. 4 0//g/mlOC 
OMPOUND48/80S-50a£ l^L. lOT. 

l8IUfc±iS*>i!,bX^'SyS:JifiaS. Sf8U o-^^'- 

;i.T;PTb \^mtxmsm^m^tti {mmm 

5 5 am. mM^4 5 0 nm ) , mm^^O^miZ 

m-^\>^x . ijsict J; 0 bx^ 5 ymmmm^rn^Oi t 

it. 

m» (%) = {! - (S-B) / (C-B) > XIO 



0 



10 



20 



C : COMPOUND48/80^Jnifci:g:tafJ8t$ 
S:IS^yt#T. COMPOUND4 8/8 0CJ:-5T 
[00341 (2) HJSMl (x^^y-yHftaj^) 

mm 1 tcov^T , m^mzMt^ t 5 yaraBW 

[0 0 3 51 02 tcl.f,itSJ:pfc. HifeMl (yVS 

0. Ojug/ml t^mSil/i. 
[ 0 0 3 6 1 (3) UttM 1 (x^' y-/Mlliai«l) tJ J: 
t/llifi0!l2 (iB§x^;l^!fti) cOhx^'SyjjMHWJ 

<*:t, llitWifcJ:VllSlM2Kov^T. bx^svitt 

eoMmmmii. 1 2 5/z g/m 1 1 l. mmwimiiz 
x-yx^ix^ s.ymsmim^%tiiLti. =s:fc. itmm 

tlx. mi »c^i^Hlgx^;N%Ki«>!ft ( Jtl?0! 1 ) 
[OO3 7l03fe:^-rJ:5t. laSMl (xi'y-;!. 

^ymmmmi)<6 7%x'S>'otiff)izML. m^m2 

%^^t;<i. Cintt. llii5W2 (gHSx^;H«?ft) fe: 

ji. ymmmmt ixmi^sry^y-y. 

:J^'J-fey ytyx-rTL'— h 

V iJi+->ifi/v(20)y«:* 

[00411 

11^2 : M-mV)^-,^ 



30 
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1 0 

[0 0 381 (4) «feM3 (Tty-yf»iS!8!l) . ^ 

lliS0!l3~5iMi0i|6o--K'j7xy-;w4ail (rty:^ 
:7 y y X y :t-;i'. )Vf^ y yfe iWax-? y >- 

m oimm^-y^^x. yzx^^ymmmmmi 

Uc. ttKMkLT. ^!»4*<^|gW=5rd?y7xy 
-;l'-C*i.^^;Hr^y (Jt«0!|2) , ;&7x-|g (IfciK 
0i3 ) t>J:t^;<rx^y (Jt!KW4 ) k. fitTWP^-iW 

•ci.s:?Dt^^y^'g!-tby>>A (it«0<i5) tov-iT 
, ^tt^r^fl^T-hx^' 5 ywmms'mi-miifz. 

[00391 04t^-rj:3{c, Mfi0«6 (oxvyy 

bX:?S>'jaai«l$iJ¥*5^^l.t,«0<0, IISfefi^l~3{c-:) 
v^TJ±. Jt!KM2-5J:0*>. Mti^rbx^ S>i0SSIffl 
SW^S^L/:;. !Rf(c, liters (rby->»») \z 
-y^^XM. YcSmA (.ii'f^y) <02. 3mm.<n\.x 
^^ywmmmi^^itz. 
[00401 [ rv}v^-^%mmf^my^ ] »: 

^x^'y-;uaait!!ij fcitx rxrfva^^cox^y- 

fcx^'y-^Miliajfe&SejftL. 1»*fcLfct,<o-CfcS. 
rs^ySi^iOBfSx^^HJ-iiitjjjtJit/Txd-v 

a^^ifflgx^/i^Bitij »±. mmm^^tnmm 

tfi^T^^>#ifc»IS!x^;H«iI!tU^9aiiL. 

5. 0 

5. 0 

5. 0 

1. 5 

2. 0 

3. 0 
2. 0 
1.0 
2. 0 

68. 5 

5. 0 



»it% 
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1 1 



i^*J^*jy 5. 0 

Txui^UyyV^—)^' 4. 0 

^'Jh'^/PT/l'^-;!/ 15.0 

x^'y-yk 8. 0 

dt'j5r^i^xf-wy^^»j3-;i^ 1. 0 

x.yj(^V^ 5. 0 

Tie 57. 0 

xd'-7ai^c7)x^y-;Piiliaj!|*i 5. 0 

[0042] 10 

IB^3 : F ^' U -A wt% 

11.0 

SSfflM^^^-fy 2 6. 0 

10.0 

r-tyKM 15.0 

0. 5 

* 34. 5 

j/y«?<^)fiH!!xf-;l^iiJ!B! 3. 0 

[0043] 

ffi^4 : j^^yr- wt% 

7'>'j;nsa8hux^y-/prsy 5. 0 

♦•'Jl+WI/J^J'JlU-fWSgBltMM 12. 0 

l.S-y^py^J^yn-;!^ 4. 0 

7'>!;>'i!vX^'/-;WT$H 2. 0 

Xrh^-^b'J'^'A 0. 1 

73. 9 

Xd-va^^iHgx^/H^ilBl 3. 0 



[0044] 

ffi^5 : wt% 

15.0 

5'JXf-yK;^'J'>A 5. 0 

rotri'^^^ya— ;p 5. o 

* 72. 0 
T\:ijr-ynmi 3. 0 
PHIHS^J jU 

R&^j as 

[00451 

ffi^6 : 'J yx wt% 
JS£XTT'J/l-Mi;<f-;l'ryt— "^A 2. 0 

thXrT'JyPT/Pn-yl' 2. 0 

^t>J:t^i^xf-py7y'Jyx-xvP 3. 0 

rntvy^^un-^k 5. 0 

* 84. 0 

^'uvxy^r-zi^iSim 4. 0 
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[00461 



: ^r-»J^-y H wt% 

x^'y-;P 2 9. 0 

rmv7'vt'vy7m-^v)ym lo. o 

rmvrot'r/wm-^i 5. o 

MJx5'y-;t'T5y 1. 0 

* 50. 0 

fi^^oy^Hi 5. 0 

mim , « 

[00471 10 

x.9y—tv 4 0. 0 

:tW>'SP:^;k 1. 0 

r'Jl+5af|/y(40)«ittrS^ 2. 0 

7k 52. 0 

n^-^^jytmm^ 5. 0 

[00481 

m^mi'V'j'^j^ 6 0. 0 

3 2. 0 

^n^Jij* 3. 0 

i^ya^cOSlExf-;l.:5i-ii!t^ 1. 0 

i^ymf<r>Tivn~)Vim'm 4. 0 

[00491 

ffi^lOiM*^ . wt% 

mk^iVi^^j^ 5 0. 0 

^y-tyy 20. o 

ij'yY'f-V 0. 5 

;*;k.-K^i^^f-;H:;H3— X 1. 0 

5'>'J;PxX:$'y-;l<-T-7^ H 1.0 

>'3f|ty7'?l^~h 2. 0 

1.0 

-9-<y;<r'Jy 0. 1 

* 24. 1 

xd-va^coftKxf-^i^a-ffife 0. 1 

xrfvSi=<ox^'y-;H*a}!Bi 0. 2 

[00501 

ffi^i 1 : mm »*t% 

x^/-;l/ 2 0. 0 

1.0 

J~}Vr^AY 0. 3 

ty7;pjj-oi;yis+MJ7A 0. 1 

-9-y;»!>yy^MI'>A 0. 0 5 

?K 77. 55 

Tey::L>tH!!|S 0. 3 

n^^*jynm» 0. 7 

[00511 

ffi^l 2 : wt% 

Klbk^^hy-^A 5 4. 0 

^'xyg! 17. 0 



(9) 



1 5 
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1 6 





1 2. 


8 




10. 


0 




3. 


0 




0. 


1 


m 


2. 


0 




0. 


1 




0. 


5 




0. 


5 



10 



[0052] imm^ 1-12 IC^L/iTl'/I-^-i^ 
xysr-zP, ;WT:tU>-, oX-e'jyR) 

1 3 : f-jL-^ >-;)!fAa) 



[0054] 



[00551 



[00561 



[0057] 



[00 531 \.rv)v^~=mi$i&/-^amm^^mr> 

wt% 
25. 0 
24. 0 
48. 0 

1. 0 

2. 0 



ffi^l4 : f-jL—f >'XfA® 
30 

xrfva^<7)x5^y~-;l/aiaj!fe 



82^17 : ^3:3l/-h 



mm 



wt% 

20. 0 
10. 

5 1. 
1 6. 

0. 

2. 



0 
5 
0 
5 
0 



wt% 
50. 0 

33 



2. 
0. 
14. 
0. 



wt% 
58. 0 
40. 

1. 

1. 



0 
0 
0 



mi 

wt% 
18. 0 
16.5 
42. 0 



17 



(10) 



[00581 



E^18 : 



'^3-h-yif:^^)V 

A^^v ynm 



[00591 



BI^19 :^f'J- 



xjx^vy] 

mm2 0 : 3-y)VV 



[00601 



[00611 

61^2 1 : h'X^r-yh 
[00621 ±£61^ 13-21 ff)r\^)V^-^mM. 

'}:^~)V. )Wf:fvy. nxvy^K) i&^tSK-t 

[HiiD<0®»=5riiiB^l 

[0 1 1 ^-mmmmizi. &hx3^$. ymmn^K^ 
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18 



22. 
0. 
1. 



ma. 



wt% 



39. 
38. 
1 5. 

5. 

0. 

1. 

1. 
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(54) HISTAMINE RELEASE INHIBITOR 
(57)Abstract: 

PROBLEM TO BE SOLVED: To provide a histamine release inhibitor originated from naturally 
occurring substances, extremely good in the action of inhibiting the release of the histamine 
which is a chemical mediator for type I allergy, and capable of effectively preventing and 
treating allergic diseases. 

SOLUTION: This histamine release inhibitor contains one or more kinds of compounds 
selected from apigenin, chrysoeriol, luteolin and rosmarinic acid as active ingredients. This 
histamine release inhibitor preferably contains an alcoholic extract which is obtained from 
perilla seeds and contains one or more kinds of compounds selected from apigenin, 
chrysoeriol, luteolin and rosmarinic acid. This histamine release inhibitor more preferably 
contains an ethyl acetate partition which is obtained from an ethyl acetate layer. The ethyl 
acetate layer is obtained by partitioning the above alcoholic extract between ethyl acetate and 
water. Defatted perilla seeds are desirably used as the perilla seeds. Perilla ocymoides seeds 
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PROBLEM TO BE SOLVED: To provide a histamine release inhibitor originated from 
naturally occurring substances, extremely good in the action of inhibiting the 
release of the histamine which is a chemical mediator for type I allergy, and 
capable of effectively preventing and treating allergic diseases. 

SOLUTION: This histamine release inhibitor contains one or more kinds of compounds 
selected from apigenin, chrysoeriol, luteolin and rosmarinic acid as active 
ingredients. This histamine release inhibitor preferably contains an alcoholic 
extract which is obtained from perilla seeds and contains one or more kinds of 
compounds selected from apigenin, chrysoeriol, luteolin and rosmarinic acid. This 
histamine release inhibitor more preferably contains an ethyl acetate partition 
which is obtained from an ethyl acetate layer. The ethyl acetate layer is obtained 
by partitioning the above alcoholic extract between ethyl acetate and water. 
Defatted perilla seeds are desirably used as the perilla seeds. Perilla ocymoides 
seeds may be used in place of the perilla seeds. The allergy-preventing preparation 
for external use and the allergy -preventing food contain the histamine release 
inhibitor. 

COPYRIGHT: (C) 2000, JPO 
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ABSTRACTED -PUB -NO: JP2000086510A 
BASIC -ABSTRACT: 

NOVELTY - Histamine free inhibitor comprises apogenin, chrysoeriol, luteolin and 
resomarinic acid. 

USE - The inhibitor is used for external preparations to prevent and treat allergic 
disease and as allergy preventing foodstuffs (claimed) . Also prevents pollinosis, 
asthma, withering, rhinitis, urticaria, drug allergy. Intraperitoneal fluid was 
extracted from the blood of Male Wister rat, adjusted to 7 multiply 104 /ml. It was 
suspended in Tyrode-HEPES buffer to form cell suspension. 50 mu 1 of sample 
solution was added to 0.7 ml of cell suspension and incubated. 40 mu g/ml of 
compound 4 8/80 was added to the above solution and maintained at 37 deg. C for 1 
minute. The histamine free suppression effect in the sample containing ethanol 
extract was evaluated. Histamine was extracted and refined from supernatant liquid. 
It was centrifuged immediately and O-phthalaldehyde was added and then fluorescence 
intensity was measured. From the fluorescence intensity, rate of histamine 
suppression was calculated. IC50 value was found to be 50 mu g/ml. 
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may be used in place of the perilla seeds. The allergy-preventing preparation for external use 
and the allergy-preventing food contain the histamine release inhibitor. 
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* NOTICES * 

Japan Patent Office is not responsible for any 
damages caused by the use of this translation* 

LThis document has been translated by computer. So the translation may not reflect the original 
precisely. 

2.**** shows the word which can not be translated. 
3. In the drawings, any words are not translated. 



CLAIMS 



[Claim(s)] 

[Claim 1] The histamine isolation inhibitor which makes an active principle one sort chosen from 
apigenin, chestnut SOERI oar, luteolin, and a loss marine acid, or two sorts or more. 
[Claim 2] the beefsteak plant containing one sort chosen from apigenin, chestnut SOERI oar, luteolin, 
and a loss marine acid, or two sorts or more - the histamine isolation inhibitor which comes to contain 
the alcohoUc extract of a seed. 

. [Claim 3] the beefsteak plant containing one sort chosen from apigenin, chestnut SOERI oar, luteolin, 
and a loss marine acid, or two sorts or more - the histamine isolation inhibitor which comes to contain 
the ethyl-acetate distribution object which distributes the alcoholic extract of a seed to ethyl acetate and 
water, and is obtained from this ethyl-acetate layer. 

[Claim 4] said beefsteak plant - a seed - cleaning - a beefsteak plant ~ the histamine isolation inhibitor 

according to claim 2 or 3 using a seed. 

[Claim 5] said beefsteak plant — the histamine isolation inhibitor according to claim 2, 3, or 4 replace 
with a seed and using a sesame seed. 

[Claim 6] The antiallergic agent which comes to contain the histamine isolation inhibitor of a 
publication in any 1 term of said claims 1-5. 

[Claim 7] Allergy prevention external preparations which come to contain the histamine isolation 
inhibitor of a publication in any 1 term of said claims 1-5. 

[Claim 8] Allergy prevention food which comes to contain the histamine isolation inhibitor of a 
publication in any 1 term of said claims 1-5. 



[Translation done.] 
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DETAILED DESCRIPTION 



[Detailed Description of the Invention] 
[0001] 

[Field of the Invention] This invention is applied to the drugs for being related with a histamine isolation 
inhibitor, for example, preventing and treating the allergosis, quasi drugs, cosmetics, food, etc. 

[0002] 

[Description of the Prior Art] The allergic disease which increased quickly in recent years is a serious 
social problem to which morbidity exceeds 20%. The case accompanied by a critical symptom is also 
seen, so that especially pollinosis at the beginning of spring and the atopic dermatitis which shows 
breadth until it results [ from the younger age group ] in an adult cause trouble to everyday life. Allergy 
is classified into four molds (I-beam-IV mold) from the device of the onset. Among these, the I-beam 
allergy in which a gamma-E-globulin (IgE) antibody mainly participates is allergy with most occurrence 
frequency. It is as follows when the process of the onset of I-beam allergy is divided roughly into a 
three-stage. That is, in the 1st step, the antigen of foreignness trespasses upon the inside of the body, and 
an IgE antibody is produced by the immunocompetent cell system, the mast cell from which an IgE 
antibody is distributed over the favorite site of allergic responses, such as a respiratory tract, the skin, 
and a digestive organ, - or it fixes to the basophilic leucocyte in blood, and sensitization is materiaUzed. 
In the 2nd step, to this sensitized cell, an antigen contacts again and a cell separates the chemical 
transmitter called a lifting, a histamine, serotonine, SRS-A, etc. in vacuol ation, plumping, and a 
morphologic change called degranulation. And in the 3rd step, contraction of smooth muscles, such as a 
bronchial tube muscle and an alimentary canal, sthenia of capillary permeability, the migration of 
neutrophil leucocyte, condensation of a platelet, etc. take place with the chemical transmitter which 
separated, consequently allergy symptoms, such as asthma, gastrointestinal allergy accompanied by low 
back pain or diarrhea, nasal allergy, and urticaria, are discovered. For example, the symptom that the 
rubor accompanied by the itching, the bulging conversion (urticaria) and the bulging nose, and an eye 
cause inflammation on the skin, and become itchy at it, and secretion of the pituita or a tear prospers, or 
the symptom (bronchial asthma) which a trachea is got blocked and starts the fit of dyspnea is classified 
as allergosis with this mold. 
[0003] 

[Problem(s) to be Solved by the Invention] Recently, research which paid its attention to the isolation 
depressant action of the histamine by the 2nd above-mentioned step is done for prevention of the disease 
by such I-beam allergy, or a therapy. That is, by controlling isolation of a histamine, the 2nd-step 
advance is suppressed and many symptoms of the allergy of the 3rd step are prevented. For example, 
TORANISUTO, disodium cromoglycate, etc. are known as matter which has histamine isolation 
depressant action. 

[0004] this invention persons - a beefsteak plant - the extract of a seed - various experiments - 
carrying out - a beefsteak plant - it came to discover that the isolation depressant action of a histamine 
strong against the ethanol extract of a seed occurs, and the result of wholeheartedly research - a 
beefsteak plant - it found out that histamine isolation depressant action was in the apigenin contained in 
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the alcoholic extract of a seed, chestnut SOERI oar, luteohn, and a loss marine acid. Especially apigenin 
showed the extremely excellent histamine isolation depressant action which is not in the former. 
[0005] The purpose of this invention has the very good isolation depressor effect of the histamine which 
is the chemical transmitter of I-beam allergy, and it is to offer the histamine isolation inhibitor of the 
natural product origin which can prevent and treat an allergic disease effectively. 
[0006] 

[Means for Solving the Problem] The histamine isolation inhibitor of this invention for solving said 
technical problem is characterized by making into an active principle one sort chosen from apigenin, 
chestnut SOERI oar, luteolin, and a loss marine acid, or two sorts or more, the beefsteak plant 
containing one sort as which the histamine isolation inhibitor of this invention is chosen from apigenin, 
chestnut SOERI oar, luteolin, and a loss marine acid, or two sorts or more ~ it is characterized by 
coming to contain the alcohoHc extract of a seed, the beefsteak plant containing one sort as which the 
histamine isolation inhibitor of this invention is chosen from apigenin, chestnut SOERI oar, luteolin, and 
a loss marine acid, or two sorts or more ~ the alcoholic extract of a seed is distributed to ethyl acetate 
and water, and it is characterized by coming to contain the ethyl-acetate distribution object obtained 
from this ethyl-acetate layer. 

[0007] said beefsteak plant - as a seed - cleaning - a beefsteak plant - it is desirable to use a seed, said 
beefsteak plant - it may replace with a seed and a sesame seed may be used. 

[0008] Moreover, the antiallergic agent of this invention is characterized by containing said histamine 
isolation inhibitor. Allergy prevention extemal preparations of this invention are characterized by 
containing said histamine isolation inhibitor. Allergy prevention food of this invention is characterized 
by containing said histamine isolation inhibitor. 

[0009] About the antiallergic operation of the extract of the Lamiaceae vegetation, the antiallergic 
operation which originates [ JP,9-87189,A ] in extracts, such as a leaf of a beefsteak plant, a flower, and 
a root, at histamine isolation control is indicated as a result of investigation of artificers (refer to 
specification [0021]). however, a beefsteak plant - about the histamine isolation inhibitor (apigenin, 
chestnut SOERI oar, luteolin, and loss marine acid) contained in the extract of a seed, the isolation 
depressant action of a histamine is not just going to be known from the former, and each is shown 
clearly by this research. 

[0010] About the seed of a beefsteak plant, and the extract of a leaf, a clear difference is seen in that a 
seed has many aglycons and a leaf has many glycosides, a beefsteak plant - the flavonoid distributed 
over a nature takes the form of a glycoside in many cases, and the fact that an aglycon contains so much 
deserves attention so that the example of a leaf may see. In this invention, said histamine isolation 
inhibitor (apigenin, chestnut SOERI oar, luteolin, and loss marine acid) is efficiently extracted from the 
seed section, and it makes it possible to blend with not only drugs but extemal preparations (for quasi 
drugs and cosmetics to be included), food, etc. 

[00 11] moreover, this invention persons - a beefsteak plant - the same Lamiaceae as a seed a 
beefsteak plant - also about the sesame seed classified into a group, when various experiments were 
conducted, it checked that a histamine isolation inhibitor (apigenin, chestnut SOERI oar, luteolin, and 
loss marine acid) was contained also in the alcoholic extract of a sesame seed, namely, - from a sesame 
seed - a beefsteak plant - a histamine isolation inhibitor can be obtained by the same approach as a 
seed. 

[0012] in addition, sesame - Lamiaceae - a beefsteak plant - it is the Southeast Asia native therophyte 
classified into a group, and is an oil crop. The beefsteak plant is resembled at the whole, and it is a 
rectangle, and a stem is opposite in the leaf of an egg round shape, and attaches a white floret in 
summer. A seed is a little larger than a beefsteak plant, and is harvested in autumn. The oil which can be 
taken from a sesame seed is known as sesame oil or an oil of **, and is used for the raw material of 
edible and paint. Moreover, the oil cake is used as fertilizer and feed. Although the report of the 
physiological active substance contained in the leaf of sesame exists conventionally, there is almost no 
report about a seed. 

[0013] The structure expression of apigenin, chestnut SOERI oar, luteolin, and a loss marine acid is as 
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being shown below. 
[Formula 1] 
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[0014] Carcinostatic, anti-inflammatory activity, etc. are known about the bioactive of apigenin. 
Apigenin is extracted and refined fi-om the seed and leaf of sesame and a beefsteak plant, and also it can 
be obtained by carrying out solvent extraction of the bract of Takahashi, a seed, and the stem. 
[0015] about the bioactive of chestnut SOERI oar, a report that it has carcinostatic and antibacterial 
comes out to some extent slightly. 

[0016] It is known that luteolin generally exists as a glycoside in the vegetation (digitalis etc.) of 
Leguminosae. Antioxidation activity, hyaluronidase inhibition activity, etc. are known about the 
bioactive of luteolin. Luteolin is extracted and refined fi-om the seed and leaf of sesame and a beefsteak 
plant, and also it can be extracted and refined fi-om the pericarp of a citrus system etc. However, the 
luteolin contained in the leaf of sesame and a beefsteak plant is a minute amount, and it is desirable to 
use these seeds on the occasion of industrialization. [0017] Anti-inflammation and an antiallergic 
operation are known about the bioactive of a loss marine acid. A loss marine acid is extracted and 
refined fi-om the seed and leaf of sesame or a beefsteak plant, and also it can be obtained by the water 
alcoholic extract of the other Lamiaceae vegetation. 

[0018] a beefsteak plant - as for the solvent used in order to extract apigenin, chestnut SOERI oar, 
luteolin, and a loss marine acid by using a seed and a sesame seed as a raw material, it is desirable to use 
ethanol. If ethanol is used, it can be used, even if it is external use and which an edible application at the 
same time an active principle is extracted efficiently. In addition, as other extracting solvents, it is also 
possible to use ethyl acetate, an acetone, a methanol, a butanol, etc. About the alcohohc concentration in 
the case of using alcohol as an extracting solvent, it is desirable to prepare to 70 - 85% (v/v). if the 
sampling volume of an active principle becomes it inadequate that it is under 70% (v/v) and it exceeds 
85% (v/v) - a beefsteak plant - it is because it melts and becomes easy to take out the oil of a seed or a 
sesame seed into alcohol. In addition, as for an alcoholic extract, it is desirable to carry out repeatedly by 
various concentration in order to raise the content of an active principle. 

[0019] a beefsteak plant - all of apigenin, chestnut SOERI oar, luteolin, and a loss marine acid are 
usually contained in the alcoholic extract of a seed and a sesame seed as a histamine isolation inhibitor. 
However, even if one of matter does not exist according to an extraction condition etc., it is sufficient if 
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at least one sort or two sorts or more are contained among these. 

[0020] a beefsteak plant - ethyl acetate and water distribute the alcoholic extract of a seed or a sesame 
seed because the concentration of an active principle can be sharply raised by these distributions. In an 
ethyl-acetate layer, apigenin, chestnut SOERI oar, luteolin, and a loss marine acid contain among 
distribution layers at high concentration, and inerts, such as a glycoside, shift to a water layer. Therefore, 
it becomes possible by isolating this ethyl-acetate layer preparatively to condense an active principle 
efficiently. 

[0021] Although it can consider as a histamine isolation inhibitor even if said alcoholic extract and an 
ethyl-acetate distribution object remain as it is, it is possible to refine the active principle contained in 
these. For example, when refining apigenin, an ethyl-acetate layer can be given to a siUca gel column 
chromatography (chloroform: methanol =10:1), fractions with the highest activity can be collected, and 
it can isolate with high performance chromatography. 

[0022] this invention ~ setting - a beefsteak plant ~ if an alcohohc extract is carried out using these 
cleaning objects when using a seed or a sesame seed, the concentration of an active principle can be 
raised sharply, the beefsteak plant fi-om which this was removed with the organic solvent - it is because 
bioactive components, such as apigenin and chestnut SOERI oar, are hardly contained in the oil of a 
seed and a sesame seed but an active principle is condensed in a defatted residue, a beefsteak plant - as 
an organic solvent for cleaning of a seed and a sesame seed, it is good to use a hexane. While being able 
to use a part for extracted oil as edible oil, it is because the extract firom cleaning residue can be used as 
a food material etc. Moreover, it is [0023] which can also use other nonpolar solvents. [ without 
restricting to a hexane, when using the extract from cleaning residue for applications other than food ] 
Since the histamine isolation inhibitor of this invention has the very high isolation depressant action of a 
histamine, it is good to blend with drugs etc. as an antiallergic agent. In the onset process of I-beam 
allergy, since it carries out that it is hard to separate a histamine from a sensitized cell, an allergic 
disease can be treated and prevented effectively. 

[0024] Moreover, the histamine isolation inhibitor of this invention is used as drugs, and also it can be 
blended with quasi drugs, cosmetics, food, etc. If a histamine isolation inhibitor is especially blended 
with extemal preparations and various food, such as quasi drugs and cosmetics, it will become possible- 
to take in the antiallergic matter easily in an everyday life, and it will be usefiil to prevention of allergy. 
Moreover, the effectiveness which was excellent also in the improvement of an allergic constitution with 
the chronic administration of the histamine isolation inhibitor by this invention can be acquired. 
[0025] The gestalt in the case of using a histamine isolation inhibitor as extemal preparations can be 
chosen as arbitration, for example, can be used as a cream, ointment, face toilet, a lotion, a milky lotion, 
a pack, oil, soap (medicated soap is also included), the charge of washing its face, baths, a shampoo, a 
rinse, a spray, etc. In addition, it is available also as oral cavity cosmetics, such as toothbrushing 
powder, etc. in making it adhere to nonwoven fabrics, such as sanitary napkins and wet tissue. 
[0026] Moreover, when using a histamine isolation inhibitor as a food material, it can blend with 
common food including confectionary, noodles (gum, a candy, chocolate, a snack, jelly, etc.) (a side, 
Japanese noodles, rahmen, etc.), soup, and drinks (juice, alcohol, mineral water, coffee, tea, etc.) and 
health food, and supplements (nutrition supplement drink etc.). Moreover, you may add to instant food. 
For example, what spray-dried or freeze-dried the histamine isolation inhibitor with powdered cellulose 
can be easily blended with food by making it powder, granulation, a making tablet, or a solution. 
[0027] About the medication method of the histamine isolation inhibitor of this invention, any of taking 
orally or parenteral administration are sufficient. Although a medicine is prescribed for the patient as ** 
and hard capsules or a tablet, a granule, a fine grain agent, and powder when administering orally, when 
things are made and it carries out parenteral administration, a medicine can be prescribed for the patient 
with a hquid, the shape of a solid-state, and suspension viscous liquid. As a medication method, it can 
use also as injection in spreading on a part, spraying, suppositories, and a bladder in partial in-house 
administration and a hide as an extemal use-prescribing [ for the patient ]-a medicine method besides 
being hypodermically, intramuscular, an intravenous injection, etc. 0.5-3000mg is usually suitable for it 
in an adult, although a dose may change with the age of a medication method, condition of disease, and 



http://www4.ipdl.jpo.go.jp/cgi-bin/tran_web_cgi_ejje 



6/4/04 



Page 5 of 8 



a patient etc. at 0.5-5000mg and a child as an active principle per day. About the active principle 
concentration of a histamine isolation inhibitor, although changing suitably by the pharmaceutical form 
is possible, when a medicine is prescribed for the patient by taking orally or membrane absorption and it 
is usually based on parenteral administration about 0.3 to 15.0 wt%, it is good to make it about 0.01- 
10wt%. In addition, about the above-mentioned dose, it is an example and can change suitably 
according to various situations. [0028] When blending the histamine isolation inhibitor of this invention 
with drugs, quasi drugs, cosmetics, or food, it is possible to use together with the various components 
generally used, for example, oil (animal and vegetable oils, straight mineral oil, ester oil, a wax oil, and 
silicone oil ~) surfactants (anionic -), such as higher alcohol, phospholipid, and a fatty acid cationicity, 
both sexes or nonionic, and vitamins (vitamin A, and B, C, D and E ~) a folic acid, a nicotinic acid, 
pantothenic acid, BICHION, and an ultraviolet ray absorbent (p-aminobenzoic acid ~) Anthranil, 
salicylic acid, a coumarin, benzotriazol, tetrazole. Imidazoline, a pyrimidine, dioxane, a furan, a pyrone, 
camphor, A nucleic acid, allantoins and those derivatives, an amino acid system compound, a shikonin, 
anti-oxidants (stearic acid ester -), such as Bayh Carin, aBAIKA lane, and berberine A 
NORUJIHIDOROGUASE retene acid, dibutylhydroxytoluene, burylhydroxyanisole, P-hydroxyanisole, 
propyl gallate, sesamol, sesamolin, thickeners (a hydroxyethyl eel roll and ethyl cellulose ~), such as a 
gossypol Carboxy ethyl cellulose, methyl cellulose, a carboxymethyl eel roll, Carboxymethylcellulose 
sodium, hydroxypropylcellulose, A nitrocellulose, polyvinyl alcohol, polyvinyl methyl ether, A 
polyvinyl pyrrolidone, polyvinyl methacrylate, polyacrylate, A carboxyvinyl polymer, gum arabic, 
tragacanth gum, an agar, Casein, a dextrin, gelatin, pectin, starch, an alginic acid, its salt, etc., a 
moisturizer (propylene glycol, 1 , 3-butylene glycol, and a polyethylene glycol -) A glycerol, 
chondroitin sulfate and its salt, hyaluronic acid, and its salt. Lower alcohol, such as sodium lactate, other 
polyhydric alcohol, a water soluble polymer, pH regulator, antiseptics, a coloring agent, perfume, a 
refrigerant, a stabilizing agent, and ** and a plant extract (ferulic acid -) ** and vegetable albumen, 
such as gamma-orizanol, and the decomposition product of those, * * and vegetable polysacchaide, and 
its decomposition product, It can blend and use with **, vegetable glycoprotein and its decomposition 
product, a microbial cultivation metabolic turnover component, a blood-flow accelerator, an 
antiphlogistic, a cell activator, amino acid and its salt, a keratolytic drug, an astringent, a wound therapy 
agent, a foam increasing agent, the agent for the oral cavities, and deodorization and a deodorant. 
[0029] 

[Effect of the Invention] I-beam allergy originates in isolation of the histamine accompanying the vacuol 
ation of a sensitized cell, plumping, and a morphologic change called degranulation, and can reduce an 
I-beam allergic response sharply with the histamine isolation inhibitor by this invention. Therefore, the 
histamine isolation inhibitor of this invention can treat or prevent effectively the poUinosis which is 
many symptoms of I-beam allergy, asthma, dry grass heat, rhinitis, urticaria, a drug allergy, etc. 
Moreover, it becomes possible to prevent allergy in an everyday life and to improve a body easily with 
the allergy prevention external preparations and allergy prevention food containing the histamine 
isolation inhibitor of this invention. 
[0030] 

[Example] Hereafter, the example of this invention is explained. 

it is shown in [preparation of histamine isolation inhibitor] drawing 1 ~ as ~ first ~ a beefsteak plant ~ 
what crushed the seed was flowed back by the hexane, and, subsequently the residue (cleaning object) 
was flowed back by ethanol 80% (v/v). Next, the hexane and 80% (v/v) methanol distributed the ethanol 
extract obtained by ethanol reflux 80% (v/v), and ethyl acetate and water distributed further after solvent 
distilling out of this methanol layer. The solvent of an ethyl-acetate layer was distilled out after 
separating an ethyl-acetate layer and a water layer, and the ethyl-acetate distribution object was 
obtained. 

[0031] Subsequently, this ethyl-acetate distribution object was given to the silica gel column 
chromatography (chloroform: methanol =10:1), and was classified into fractions 1-3. Among these, the 
fraction 1 by which elution is carried out first was given to high performance chromatography, and 
chestnut SOERI oar and apigenin were isolated. Moreover, about the fraction 2 by which elution is 
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carried out next, it suspended in the mixed solvent (chloroform: methanol =15:1), and luteolin was 
isolated from the insoluble fraction. Furthermore, about the fraction 3 by which elution is carried out to 
the last, the loss marine acid was isolated with high performance chromatography. 
[0032] What carried out solvent distilling out of the ethanol extract shown in drawing 1 was made into 
the example 1, the ethyl acetate / water distribution of this ethanol extract were carried out, and the 
ethyl-acetate distribution object and water distribution object which were obtained by carrying out 
solvent distilling out from the ethyl-acetate layer and the water layer were made into the example 2 and 
the example 1 of a comparison. Moreover, each purification object of the apigenin and the chestnut 
SOERI oar which were isolated from the ethyl-acetate distribution object, luteolin, and a loss marine 
acid was made into the example 3 - the example 6, respectively, in addition, an example 1 - an example 
6 - a beefsteak plant - although the extract obtained from the seed was used as the histamine isolation 
inhibitor, the histamine isolation inhibitor of the almost same component rate as an example 1 - an 
example 6 can be obtained also from a sesame seed by the same approach. 
[0033] The isolation depressant action of a histamine was examined about the [histamine isolation 
inhibition test] next the example 1 - the example 6. 

(1) The antinode intraluminar fluid of the Wistar system male rat which carried out test-method blood 
removal fatality was adjusted to 7xl04-/ml, and it suspended in the Tyrode-HEPES buffer solution 
(pH7.4) (cell suspension). After adding SOmicro of sample solutions 1 to 0.7ml of this cell suspension 
and incubating to it for 5 minutes at 37 degrees C, SOmicrol addition of 40microg [/ml ] COMPOUND 
48/80 was done, and it was made to react to it at 37 degrees C for 1 minute. After reaction termination, 
the histamine was immediately extracted and refined from ice-cooling and the supernatant liquid which 
carried out centrifugal separation, o-FUTARU aldehyde was added, and fluorescence intensity was 
measured (excitation wavelength of 355nm, fluorescence wavelength of 450nm). Based on the measured 
value of fluorescence intensity, the rate of histamine isolation control was computed by the degree type. 
The amount S of histamines which separates when amount C:COMPOUND 48/80 of histamines isolated 
from rate (%) ={1-(S-B)/(C-B)} xlOOB:a non-stimulated cell is added: The amount of histamines which 
separates by COMPOUND 48/80 under sample coexistence [0034] [ of control ] (2) About the change 
example 1 of the rate of histamine isolation control to concentration change of an example 1 (ethanol 
extract), histamine isolation ****** to concentration change was investigated. The sample solution of an 
example 1 was adjusted to various concentration, and the rate of histamine isolation control of these 
sample solutions was computed with said test method. A result is shown in drawing 2 . 
[0035] drawing^ sees - as - an example 1 (beefsteak plant ethanol extract of a seed) - concentration - 
anaclitic histamine isolation depressant action was shown. In addition, IC50 was computed in ml and 
SO.Omicrog /from drawing 2 . 

[0036] (3) The difference in histamine isolation depressant action was examined about the comparison 
next the example 1, and example 2 of histamine isolation depressant action of an example 1 (ethanol 
extract) and an example 2 (ethyl-acetate distribution object). The sample solution of an example 1 and 
an example 2 was carried out in 125microg/ml, and computed the rate of histamine isolation control 
with said test method. In addition, the rate of histamine isolation control was computed according to the 
same conditions as an example of a comparison also about the water distribution object (example 1 of a 
comparison) of the ethyl acetate shown in drawing 1 . A resuU is shown in drawing 3 . 
[0037] As shown in drawing 3 , in 125microg [/ml ] concentration, as for the example 1 (ethanol 
extract), the rate of histamine isolation control showed 97% to the rate of histamine isolation control 
having been 67%, as for the example 2 (ethyl-acetate distribution object). Since the effective apigenin as 
a histamine isolation inhibitor, chestnut SOERI oar, luteolin, and a loss marine acid were condensed by 
high concentration, this is considered by the example 2 (ethyl-acetate distribution object). In addition, 
since the inerts contained in an ethanol extract were distributed to the water distribution object (example 
1 of a comparison), it is thought that the rate of histamine isolation control became a low value 
compared with the example 1 and the example 2. 

[0038] (4) Histamine isolation depressant action was examined about the purification object of four 
kinds (apigenin, chestnut SOERI oar, luteolin, and loss marine acid) of polyphenol of an example 3 
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(apigenin purification object), an example 4 (chestnut SOERI all purification object), an example 5 
(luteolin purification object) and the histamine isolation depressant action example 3 of an example 6 
(loss marine acid purification object) - an example 6. Histamine isolation depressant action was 
examined on the same conditions also about the quercetine (example 2 of a comparison), the caffeic acid 
(example 3 of a comparison) and the catechin (example 4 of a comparison) which are typical polyphenol 
of the natural product origin as an example of a comparison, and the disodium cromoglycate (example 5 
of a comparison) which is an antiallergic agent. The sample solution of an example 3 - an example 6 and 
the example 2 of a comparison - the example 5 of a comparison was prepared [ ml ] in 125microg /, and 
the rate of histamine isolation control was computed with said test method. 
[0039] As shown in drawing 4 , although the rate of histamine isolation control was inferior to the 
example 4 (catechin) of a comparison about the example 6 (loss marine acid purification object), about 
examples 1-3, the outstanding rate of histamine isolation control was shown rather than the examples 2- 
5 of a comparison. Especially about the example 3 (apigenin purification object), the about 2.5 times [ of 
the example 4 (catechin) of a comparison ] rate of histamine isolation control was shown. 
[0040] The example which applies [applicafion to allergy prevention extemal preparations], next the 
histamine isolation inhibitor of this invention to allergy prevention extemal preparations is shown, in 
addition, the inside of the following table - a beefsteak plant - ethanol extract" of a seed and "the 
ethanol extract of a sesame seed" dry the ethanol extract obtained by the same extraction condition as 
said example 1, and use it as powder, moreover - a beefsteak plant -- ethyl-acetate distribution 
object" of a seed and "the ethyl-acetate distribution object of a sesame seed" dry the ethyl-acetate 
distribution object obtained by the same extraction condition as said example 2, and use it as powder. 
The example 1 of combination : A milky lotion wt% Squalane 5.0 Olive oil 5.0 A jojoba 5.0 Cetyl 
alcohol 1.5 Glycerol monostearate 2.0 Polyoxyethylene (20) cetyl ether 3.0 Polyoxyethylene (20) 
sorbitan mono-olate 2.0 1, 3-butylene glycol 1.0 Glycerol 2.0 water 68.5 a beefsteak plant ~ ethanol 
extract of a seed 5.0 Perfiime and antiseptics Optimum dose [0041] 

The example 2 of combination : A PIRU off pack wt% A glycerol 5.0 Propylene glycol 4.0 Polyvinyl 
alcohol 15.0 Ethanol 8.0 Polyoxy ethylene glycol 1.0 Isodon japonicus Hara 5.0 Water 57.0 Ethanol 
extract of a sesame seed 5.0 Perfiime, antiseptics Optimum dose [0042] 

The example 3 of combination : Cold cream wt% White beeswax 1 1 .0 A liquid paraffin 26.0 Lanolin 
10.0 An almond oil 15.0 A borax 0.5 Water 34.5 a beefsteak plant - ethyl-acetate distribution object of 
a seed 3.0 Perfume Optimum dose Antiseptics Optimum dose [0043] 
The example 4 of combination : A shampoo wt% Lauryl sulfiiric-acid triethanolamine 5.0 
Polyoxyethylene lauryl ethereal sulfate sodium 12.0 1, 3-butylene glycol 4.0 Lauric-acid diethanolamide 
2.0 The disodium edetate 0.1 Water 73.9 Ethyl-acetate distribution object of a sesame seed 3.0 Perfume 
Optimum dose Antiseptics Optimum dose [0044] 

The example 5 of combination : Body soap wt% A lauric-acid potassium 15.0 A myristic-acid 
potassium 5.0 Propylene glycol 5.0 Water 72.0 Apigenin purification object 3.0 pH regulator Optimum 
dose Antiseptics Optimum dose [0045] 

The example 6 of combination : A rinse wt% Stearyl chloride trimethylammonium 2.0 The cetostearyl 
alcohol 2.0 Polyoxyethylene lanolin ether 3.0 Propylene glycol 5.0 Water 84.0 Chestnut SOERI all 
purification object 4.0 pH regulator Optimum dose Antiseptics Optimum dose [0046] 
The example 7 of combination : A hair liquid wt% Ethanol 29.0 A polyoxypropylene butyl ether 
phosphoric acid 10.0 The polyoxypropylene monobutyl ether 5.0 triethanolamine 1.0 Water 50.0 
Luteolin purification object 5.0 antiseptics Optimum dose [0047] 

The example 8 of combination : A hair tonic wt% Etiianol 40.0 Ethyl oleate 1.0 Polyoxyethylene (40) 
hydrogenated castor oil 2.0 Water 52.0 Loss marine acid purification object 5.0 [0048] 
The example 9 of combination : Granulation baths wt% A sodium hydrogencarbonate 60.0 Anhydrous 
sodium sulfate 32.0 A borax 3.0 a beefsteak plant - ethyl-acetate distribution object of a seed 1 .0 a 
beefsteak plant - alcoholic extract of a seed 4.0 [0049] 

The example 10 of combination : Tooth paste wt% A calcium carbonate 50.0 A glycerol 20.0 The 
carrageenin 0.5 A carboxymethyl cellulose 1.0 Lauryldiethanol amide 1.0 Cane-sugar mono-laurate 2.0 
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Perfume 1.0 Saccharin 0.1 Water Ethyl-acetate distribution object of a 24.1 sesame seed 0.1 Ethanol 
extract of a sesame seed 0.2 [0050] 

The example 1 1 of combination : Mouth wash wt% Ethanol 20.0 Perfume 1.0 Lauryldiethanol amide 0.3 
Mono-fluorophosphoric acid sodium 0.1 Saccharin sodium 0.05 Water 77.55 Apigenin purification 
object 0.3 Luteolin purification object 0.7 [0051] 

The example 12 of combination : The tablet for garghng wt% A sodium hydrogencarbonate 54.0 A 
citric acid 17.0 Anhydrous sodium sulfate 12.8 The 2nd sodium phosphate 10.0 Polyethylene glycol 3.0 
Mono-fluorophosphoric acid sodium 0.1 perfume 2.0 Oleic acid 0.1 Chestnut SOERI all purification 
object 0.5 Loss marine acid purification object 0.5 [0052] The antiallergic matter (apigenin, chestnut 
SOERI oar, luteolin, loss marine acid) is incorporated inside of the body through the skin etc., and the 
allergy prevention external preparations shown in the above-mentioned examples 1-12 of combination 
can prevent the disease resulting from I-beam allergy. If a histamine isolation inhibitor is especially 
blended with external preparations with comparatively high operating frequency, such as a milky lotion 
and baths, the outstanding antiallergic effectiveness is expectable. 

[0053] The example which applies the histamine isolation inhibitor of [apphcation to allergy prevention 
food] this invention to allergy prevention food is shown, in addition, the inside of the following table ~ 
"~ a beefsteak plant ~ ethanol extract" of a seed and "the ethanol extract of a sesame seed" dry the 
ethanol extract obtained by the same extraction condition as said example 1, and use it as powder. 
The example 13 of combination : Chewing gum ** wt% The gum base 25.0 A glucose 24.0 sugar 48.0 
Perfume 1 .0 a beefsteak plant - ethanol extract of a seed 2.0 [0054] 

The example 14 of combination : Chewing gum ** wt% The gum base 20.0 A glucose 10.0 Sugar 51.5 
starch syrup 1 6.0 Perfume 0.5 Ethanol extract of a sesame seed 2.0 [0055] 

The example 15 of combination : A candy wt% Sugar 50.0 A starch syrup 33.0 An organic acid 2.0 
Perfiune 0.2 Water 14.4 Ethanol extract of a sesame seed 0.4 [0056] 

The example 16 of combination : A drop wt% Sugar 58.0 A starch syrup 40.0 An organic acid 1 .0 
Apigenin purification object 1 .0 Perfume Optimum dose Coloring matter Optimum dose [0057] 
The example 17 of combination : Chocolate wt% A BITACHOKO rate 18.0 Cocoa butter 16.5 
Powdered sugar 42.0 Whole milk powder 22.0 RENCHIN 0.5 Chestnut SOERI all purification object 
1.0 Perfume Optimum dose [0058] 

The example 18 of combination : A caramel wt% Sugar 39.0 A starch sirup 38.0 Condensed milk 15.5 
Wheat flour 5.0 Butter 0.5 shortening oils 1.0 Luteolin purification object 1.0 Perfume Optimum dose 
[0059] 

The example 19 of combination : Jelly wt% Sugar 38.0 A starch sirup 42.5 An agar 1.5 Grape sugar 5.0 
Water 12.0 Loss marine acid purification object 1.0 A coloring agent and perfume Optimum dose [0060] 

The example 20 of combination : Yogurt wt% A skimmilk 88.0 Skimmilk powder 0.5 Cane sugar 10.0 
Natural juice 1 .0 a beefsteak plant ~ ethanol extract of a seed 0.5 A coloring agent and perfume 
Optimum dose [0061] 

The example 21 of combination : A biscuit wt% Wheat flour 67.5 Sugar 10.0 Shortening 15.0 Salt 1.0 
** agent 1.0 invert sugar Ethanol extract of a 5.0 sesame seed 0.5 [0062] According to the allergy 
prevention food of the above-mentioned examples 13-21 of combination, it becomes possible to take in 
easily the antiallergic matter (apigenin, chestnut SOERI oar, luteolin, loss marine acid), and the disease 
resulting from I-beam allergy can be prevented effectively. 



[Translation done.] 
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